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- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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1 )KI Responsive to communication(s) filed on 21 November 2007 . 
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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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DETAILED ACTION 

Claims 2-3, 6-7, 18-19, and 22-23 have been cancelled. 

Election/Restrictions 
Applicant's election without traverse of claims 1 1 and 12 (in part as it depends from 
claim 1 1) in the reply filed on 1 1/21/07 is acknowledged. 

Claims 1, 4-5, 8-10, 13-17, 20-21, and 24-27 are withdrawn from further consideration 
pursuant to 37 CFR 1.142(b) as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 1 1/21/07. 
Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode- 
contemplated by the inventor of carrying out his invention. 

Claims 11-12 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for SEQ ID NO: 1, does not reasonably provide enablement for other 
mutations (insertions, substitutions, or deletions) in the first Kringle or elsewhere within human 
HGF. The specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in scope with 
these claims. 

The specification discloses SEQ ID NO: 1 as being a mutated form of human HGF 
wherein five amino acids corresponding to amino acids 161-165 of SEQ ID NO: 3 (wild type 
human HGF) are deleted. (See pages 14 and 37 of the specification and SEQ ID NOS: 1 and 3.) 
The prior art (see at least Seki et al.) makes clear that the protein of SEQ ID NO: 1 is the result 
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of a naturally occurring polymorphism. Seki et al. demonstrates that this form retains the same 
biological activity as the full length HGF of SEQ ID NO: 3. The specification does not disclose 
any other deletions or mutations in the first Kringle or elsewhere that would provide an active 
HGF that could be used in the claimed method for promoting granulation formation. Note that 
claim 1 1 does not require that the five amino acid deletion be at amino acids 161-165 of SEQ ID 
NO: 3. It is not considered to be so predictable that other mutations would result in an active 
protein based on the lack of information, guidance, and examples in the specification. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 12 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 12 is confusing in depending upon non-elected claims 9-10. It is further confusing 
in its dependency on claim 1 1 . SEQ ID NO: 1 is an amino acid sequence for human HGF 
wherein five amino acid residues are deleted in the first Kringle domain. Claim 1 1 does not 
embrace additional mutations such as those recited in part (b) of claim 12. This claim does not 
appear to be properly dependent as it appears to broaden the scope of the claims. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
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such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1 1-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over Toyoda et 
al. in view of Seki et al, Nakamura et al. (U.S. Patent No. 5,342,831), Nakamura et al. (EP 
461,560 Al), and Yoshida et al. (Journal of Investigative Dermatology). 

Toyoda et al. discloses that overexpression of HGF in transgenic mice promotes 
granulation. Increased presence of HGF protein is determined by using antibodies. Toyoda 
discloses topical or local administration of HGF to skin wounds to promote healing. See at least 
abstract; pages 96-97 and 100, section 3.5, and Figures 2 and 5. Toyada et al. does not disclose 
the HGF ofSEQ ID NO: 1. 

Seki et al. discloses the HGF of SEQ ID NO: 1 . This naturally occurring variant has the 
same biological activities as the HGF retaining the five amino acids (SEQ ID NO: 3). The 
variant still binds antibodies to HGF. See at least abstract and pages 323 and 325-326. 

Nakamura et al. (U.S. Patent No. 5,342,831) discloses using HGF to treat skin and peptic 
ulcers. Methods of administration, formulations, and dosages are disclosed. See at least column 
2, lines 50-68, and column 5, lines 50-63. 
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Nakamura et al. (EP 461 ,560 Al) discloses the HGF of SEQ ID NO: 1 . This naturally 
occurring variant has the same biological activities as the HGF retaining the five amino acids 
(SEQ ID NO: 3). See at least column 20, claims, and Figure 15. 

Yoshida et al. discloses that inhibiting the action of HGF protein by using antibodies can 
suppress or inhibit granulation tissue formation. See at least abstract. 

It would have been obvious to substitute the HGF variant of SEQ ID NO: 1 as taught by 
Seki et al. and Nakamura et al. (EP 461,560 Al) to treat skin and peptic ulcers as taught by 
Nakamura et al. (U.S. Patent NO. 5,342,831) and as suggested by Toyoda et al. One would have 
been motivated to do so as Toyoda et al. discloses that HGF protein promotes granulation and 
Yoshida et al. discloses that inhibiting the action of HGF protein by using antibodies can 
suppress or inhibit granulation tissue formation. Based on the teachings of Nakamura et al. 
('560) and Seki et al., one of ordinary skill in the art would have expected the HGF variant of 
SEQ ID NO: 1 to have this biological activity. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is 571-272-0712. 
The examiner can normally be reached on Monday-Friday, 5:30 am - 2:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on 571-272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Marianne P. Allen/ 

Primary Examiner, Art Unit 1647 

mpa 



